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AB Cis-5-f luoro-N- (4- (2 -hydroxy-4 -methylbenzoylamino) cyclohexyl] -2- 

(tetrahydrothiopyran-4-yloxy) nicotinamide is synthesized, its polymorphic 
crystalline forms prepared, and pharmaceutical formulations containing them are 
claimed. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to a preparation of ( thiopyranyloxy) pyridinecarboxamide 
derivs. of formula I [wherein: Rl is H, halogen, or alkyl; R2 is Ph, Bn, 
naphthyl, or heteroaryl, etc.; Z is C(O) or S02] , useful as TNF-ct 
and PDE4 inhibitors. For instance, (thiopyranyloxy) pyridinecarboxamide 
derivative II (TNF-a inhibition: IC50 = 0.7 nM) was prepared via amidation 
of 4-hydroxy-2-methoxybenzoic acid by amine III*HC1 with a yield of 
64%. 
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RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(Uses) 

(preparation of (thiopyranyloxy) pyridinecarboxamide derivs. useful as 
TNF-a and PDE4 inhibitors) 
RN 834868-51-8 CAPLUS 

CN 3 -Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ (4~hydroxy-2- 

methoxybenzoyl) amino] cyclohexyl] -2- [ ( tetrahydro-2H- thiopyran-4 -yl) oxy] - 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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CN 3 -Pyridinecarboxamide, 5-fluoro-N- [cis-4- [ [ [5- (2-methoxyphenyl) -lH-pyrazol- 
3-yl] carbonyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H- thiopyran-4 -yl) oxy] - 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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CN Imidazo [1, 2-a]pyridine-8-carboxamide, N- [cis-4- [ [ [5-f luoro-2- [ (tetrahydro- 
2H- thiopyran-4 -yl) oxy] -3-pyridinyl] carbonyl] amino] cyclohexyl] -7-methoxy- 
(9CI) (CA INDEX NAME) 



Relative stereochemistry . 
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RN 834868-57-4 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [2- (2- 

hydroxyethoxy) benzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 - 
yUoxy]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [2- (2-hydroxyethoxy) -5- 

methylbenzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 -yl) oxy] - 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 834868-61-0 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [3-chloro-2- (2- 

hydroxyethoxy) benzoyl] amino] cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H- 
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• thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 
Relative stereochemistry. 
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RN 834868-62-1 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [4-chloro-2- (2- 

hydroxyethoxy) benzoyl] amino] cyclohexyl] -5-fluoro-2- [ ( tetrahydro-2H- 
thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 834868-63-2 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [5-chloro-2- (2- 

hydroxyethoxy) benzoyl] amino] cyclohexyl] -5-fluoro-2- [ { tetrahydro-2H- 
thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




F 
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RN 834868-64-3 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [2- (2-hydroxyethoxy) -3- 

methylbenzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 -yl) oxy] 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 834868-65-4 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [2- (2-hydroxyethoxy) -4- 

methylbenzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4-yl) oxy] - 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 
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RN 834868-66-5 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [2- (2-hydroxyethoxy) -5- 

methylbenzoyl] amino] cyclohexyl] -2- [ (tetrahydro-2H-thiopyran-4-yl) oxy] - 
(9CI) (CA INDEX NAME) 



Relative stereochemistry. 
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RN 834868-67-6 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [2- (2-hydroxyethoxy) -4- 

methylbenzoyl] amino] cyclohexyl] -2- [ (tetrahydro-2H-thiopyran-4-yl) oxy] 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 





RN 834868-68-7 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [2- (2-hydroxyethoxy) benzoyl] amino] cyclohe 
xyl] -5-methyl-2- [ ( tetrahydro-2H-thiopyran-4-yl) oxy] - (9CI) (CA INDEX 
NAME) 

Relative stereochemistry. 





RN 834868-70-1 CAPLUS 

CN 3-Pyridinecarboxamide, 5-fluoro-N- [cis-4- [ [2- (3- 

hydroxypropoxy) benzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 - 
yl)oxy]- (9CI) (CA INDEX NAME) 
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Relative stereochemistry. 




F 



RN 834868-72-3 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [5-ethyl-2- (2- 

hydroxyethoxy) benzoyl] amino] cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H- 
thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




F 



RN 834868-73-4 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [4-ethyl-2- (2- 

hydroxyethoxy) benzoyl] amino] cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H- 
thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 834868-74-5 CAPLUS . 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [2- (2-hydroxyethoxy) -4- (1- 



11/564, 694 

methylethyl) benzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 
yl)pxy]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




F 



RN 834868-75-6 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- t [2- (2-hydroxyethoxy) -5- (1- 
methylethyl) benzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 - 
yl)oxy]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




F 



RN 834868-76-7 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [2- (3-hydroxypropoxy) -4- 

methylbenzoyl] amino] cyclohexyl] -2- [ (tetrahydro-2H-thiopyran-4-yl) oxy] - 
(9CI) (CA INDEX NAME) 

Relative stereochemistry. 




F 
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RN 834868-77-8 CAPLUS 

CN 3-Pyridinecarboxamide, 5-fluoro-N- [cis-4- [ [5-fluoro-2- (2- 

hydroxyethoxy) benzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4- 
yl)oxy]- (9CI) (CA' INDEX NAME) 

Relative stereochemistry. 




F 



RN 834 868-78-9 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [3, 5-dichloro-2 - (2 - 

hydroxyethoxy) benzoyl] amino] cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H- 
thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




F 



RN 834868-80-3 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ (2-ethoxy-4-hydroxybenzoyl) amino] cyclohex 
yl] -5-f luoro-2- [ (tetrahydro-2H-thiopyran-4-yl) oxy] - (9CI) (CA INDEX NAME) 



Relative stereochemistry. 



11/564, 694 



H( 




F 



EN 834868-83-6 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [2- (cyclopropylmethoxy) -4- 

hydroxybenzoyl] amino] cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H-thiopyran 
yl)oxy]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 834868-86-9 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [2- (cyclopentyloxy) -4- 

hydroxybenzoyl] amino] cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H-thiopyran 
yl)oxy]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




OH F 



RN 834868-89-2 CAPLUS 

CN 3-Pyridinecarboxamide, 5-fluoro-N- [cis-4- [ [ (5-methoxy-2 , 1, 3- 

benzothiadiazol-4-yl) sulfonyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H- 



11/564,694 

thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 
Relative stereochemistry. 




RN 834868-90-5 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [ (5-methoxy-2 , 1, 3-benzothiadiazol-4 - 

yl) sulfonyl] amino] eye lohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 -yl) oxy] - (9CI) 
(CA INDEX NAME) 

Relative stereochemistry. 




RN 834868-91-6 CAPLUS 

CN 3-Pyridinecarboxamide # N- [cis-4- [ [ (2-methoxy-5- 

methylphenyl) sulfonyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 - 
yljoxy]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 834868-93-8 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [ (7-methoxy-8- 



11/564,694 

quinolinyl) sulfonyl] amino] cyclohexyl] -2- [ (tetrahydro-2H-thiopyran-4- 
yl)oxy]- (9CI) (CA INDEX NAME) 

Relative stereochemistry . 




RN 834868-94-9 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [ (7-methoxy-8- 

quinolinyl) sulfonyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4 - 
yl)oxy]- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




IT 834868-52-9P 834868-58-5P 834868-60-9P 
834868-69-8P 834868-71-2P 834868-81-4P 
834868-85-8P 834868-87-0P 834868-88-1P 

834868- 98-3P 834868-99-4P 834869-00-OP 

834869- 01-1P 834869-02-2P 834869-03-3P 
834869-41-9P 834869-43-1P 834869-44-2P 
834869-45-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of ( thiopyranyloxy) pyridinecarboxamide derivs. useful as 
TNF-a and PDE4 inhibitors) 
RN 834868-52-9 CAPLUS 

CN 3 -Pyridinecarboxamide, N- (cis-4 -aminocyclohexyl) -5-fluoro-2- [ (tetrahydro- 
2H-thiopyran-4-yl) oxy] - , monohydrochloride (9CI) (CA INDEX NAME) 



Relative stereochemistry. 



11/564, 694 



H 2 N... 




HC1 



RN 834868-58-5 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [2- [2- [ (tetrahydro-2H-pyran- 
yl) oxy] ethoxy] benzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4- 
yl)oxy]- (9CI) (CA INDEX NAME) 



Relative stereochemistry. 
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RN 834868-60-9 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis~4- [ [5-methyl-2- [2- [ (tetrahydro- 
pyran-2-yl)oxy] ethoxy] benzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H- 
thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 



Relative stereochemistry. 



11/564, 694 




Me 



RN 834868-69-8 CAPLUS 

CN 3-Pyridinecarboxamide, N- (cis-4 -aminocyclohexyl) -5-methyl-2- [ (tetrahydro- 
2H-thiopyran-4-yl)oxy] -, monohydrochloride (9CI) (CA INDEX NAME) 

Relative stereochemistry . 



H 2 N._ 




Me 



• HC1 



RN 834868-71-2 CAPLUS 

CN 3-Pyridinecarboxamide, 5-fluoro-N- [cis-4- [ (2-hydroxybenzoyl) amino] cyclohex 
yl] -2- [ (tetrahydro-2H-thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 



Relative stereochemistry. 



11/564, 694 




RN 834868-81-4 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [2-ethoxy-4- (phenylmethoxy) benzoyl] amino] 
cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H-thiopyran-4 -yl) oxy] - (9CI) (CA 
INDEX NAME) 

Relative stereochemistry . 



Pi 




F 



RN 834868-85-8 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [2- (cyclopropylmethoxy) -4- 

(phenylmethoxy) benzoyl] amino] cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H- 
thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




RN 834 868-87-0 CAPLUS 

CN 3-Pyridinecarboxamide, N- [cis-4- [ [2- (cyclopentyloxy) -4- 

( phenylmethoxy) benzoyl] amino] cyclohexyl] -5-f luoro-2- [ ( tetrahydro-2H- 



11/564,694 

thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 
Relative stereochemistry. 




CX^^^Ph F 
RN 834868-88-1 CAPLUS 

CN 3-Pyridinecarboxamide, N- (cis-4-aminocyclohexyl) -2- [ ( tetrahydro-2H- 
thiopyran-4-yl) oxy] monohydrochloride (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




• HC1 



RN 834868-98-3 CAPLUS 

CN Carbamic acid, [cis-4- [ [ [5-fluoro-2- [ ( tetrahydro-2H-thiopyran-4-yl) oxy) -3 
pyridinyl] carbonyl] amino] cyclohexyl] - , 1, 1- dime thy le thy 1 ester (9CI) (CA 
INDEX NAME) 

Relative stereochemistry . 




F 



11/564, 694 



RN 834868-99-4 CAPLUS 

CN Carbamic acid, [cis-4- [ [ [5-chloro-2- [ (tetrahydro-2H-thiopyran-4-yl) oxy] -3- 
pyridinyl] carbonyl] amino] cyclohexyl] - , 1 , 1 -dime thy le thy 1 ester (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




RN 834869-00-0 CAPLUS 

CN Carbamic acid, [cis-4- [ [ [5-methyl-2- [ (tetrahydro-2H-thiopyran-4-yl) oxy] -3- 
pyridinyl] carbonyl] amino] cyclohexyl] - , 1, 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




Me 



RN 834869-01-1 CAPLUS 

CN Carbamic acid, [cis-4- [ [ [2- [ (tetrahydro-2H-thiopyran-4 -yl) oxy] -3- 

pyridinyl] carbonyl] amino] cyclohexyl] - , 1, 1-dimethylethyl ester (9CI) (CA 
INDEX NAME) 

Relative stereochemistry. 




11/564,694 



RN 834869-02-2 CAPLUS 

CN 3-Pyridinecarboxamide, N- (cis-4 -aminocyclohexyl) -5-f luoro-2- [ (tetrahydro- 
2H-thiopyran-4-yl)oxy] - (9CI) ( CA . INDEX NAME ) 

Relative stereochemistry. 



H 2 N,. 




RN 834869-03-3 CAPLUS 

CN 3-Pyridinecarboxamide, N- (cis-4 -aminocyclohexyl) -5-chloro-2- [ (tetrahydro- 
2H-thiopyran-4-yl)oxy] -, monohydrochloride (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



H2N.,. 




CI 



• HC1 

RN 834869-41-9 CAPLUS 

CN 3-Pyridinecarboxamide, 5-fluoro-N- [cis-4- [ [2- (phenylmethoxy) -5- 

(trif luoromethyl) benzoyl] amino] cyclohexyl] -2- [ ( tetrahydro-2H-thiopyran-4- 
yl)oxy]- (9CI) (CA INDEX NAME) 



Relative stereochemistry . 



11/564, 694 




F 



RN 834869-43-1 CAPLUS 

CN lH-Indazole-3-carboxamide, N- [cis-4- [ [ [5-fluoro-2- [ ( tetrahydro-2H- 
thiopyran-4-yl) oxy] -3 -pyridinyl] carbonyl] amino] cyclohexyl] -1- [2- 
[ (tetrahydro-2H-pyran-2-yl)oxy] ethyl] - (9CI) (CA INDEX NAME) 

Relative stereochemistry. 




F 



RN 834869-44-2 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [ [5-methyl-l- [2- [ (tetrahydro- 
pyran-2-yl)oxy] ethyl] -lH-pyrazol-3-yl] carbonyl] amino] cyclohexyl] -2- 
[ (tetrahydro-2H-thiopyran-4-yl)oxy] - (9CI) (CA INDEX NAME) 



Relative stereochemistry. 



11/564, 694 




RN 834869-45-3 CAPLUS 

CN 3-Pyridinecarboxamide, 5-f luoro-N- [cis-4- [ [4- ( phenyl me thoxy) benzoyl] amino] 
cyclohexyl] -2- [ < tetrahydro-2H-thiopyran-4 -yl ) oxy] - (9CI) ' (CA INDEX NAME) 

Relative stereochemistry. 
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